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A Method for Cell Implantation 
Field of the Invention 

5 The present Invention relates to a method for can imni^* « 

the use of an art h^ Implantation or transplantation Involving 

Background or the invention 

10 

^n^rBe.eNhav.sho^^t.ffl.nnadneetesuohasT.ee.eBwim orwithout 
(Brittberg, M.^^^T^f ST ° r ° Ste< """ , * ! " ^ 

20 Lazovlc and Messner (Lazovic. D, et al., Acta Ortop. Scand 1993 ba^ , , 

the use of the fibrin adhesh/* nn*^ • ~ 1993,64.583-586) examined 

dots used as euJL* "'~ a ' 0ndral «*«»■ amorous or homologous Hbrln 
^jeOas S uppor,appe^ to5lwwteTOMaIeff ^^^ tomMt ^ Brih ^ o 

as for instance se a „ng the periphery of a cover such as for instance a periostea. 
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graft as used in ACl. However experiments fnelurfi™ ^ , 
'^ofbotHrab^ 

showed a 'scaffold^nductive- effect on thews'. tet,nfl *" t ^ °' do ' 

In experiments with Tlsseel® nlus inieeH™ ^ _ . » 

(and autotoooos, appMred _ prom ^^Z^ ^" er ' h0m0l09M,!! 
•henbrtn thes ^ ^ J^^v^T **> 
h therefore possible thai ho mn i ' l " on,orlt,ma i"»«<h'b*nga scaffolding effect. II 

orocyies and an increased mlgrat/on into the fibrin. 
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rerthods-beeldes forme lenairof oZ! , , ? ' ™ e " astorcen Mneta 

Patella, etc. woutd sU^^Tl £rT «•"»■»—. -a chondroma,**, o, 

dufnocpe^eesu^y. t^^^^'T^^** 0 '^*' 
wouWrenaer^eAcTtele^^^J^f 1 - i^anWta 

orthopedic more aeeees«£ Tn^^ZT^ * - 

20 anyoreiopedlcellnlcslhWoM™, .~ Wesl ™ le l oln,s . | '>«l'sr Joints. Further, virtual 

repair of their earelaoe defects food >.,„ k to lreated ""h ACl in the 

disease, beoomee " *" Plan,a,ton •* — ' «*»••. 

*«t*d^Sre ^^"^""""^^^ecredtedevelopmeMe, 

25 

Accordingly, there is a need for develoo.no an *wh 
Detailed disclosure of the Invention 

-^UCXtSl :° ,hmrato =—- ^cel.tn^derecto, 
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lv) solidification 0 f the supporting material so that the defect „r >h„ .. . 

by a mixture of cells and supporting materia), and or the tariget area is covered 

« option.*, removal o. m. fluid from the cavi* or surface dretnag. „ suc«o„. 

1 0 The fluid employed may be a liquid such as r,h,«i«i,~.. ... 

eoMton. Rings* soHrton or th. OreTa m^T^ % 9K8Pteb,e 8 S< *" Un ' * W * 

0 0a .naconc OT »a^ B „ t L^„",al^^ 9M8 ^ M6 • 9 • SterttearMm ^ 
organ of the anima. oodyi suehTT a ntT IT* T^" 0 " ** 8 >° M ' m 
oOricentreHon of 0O,of ^^J^TT?. ""^ """^ 8 

.5 arth^cop, and oreLcc^ a^L^T " n °' ma "' ^ *** 

y ano are we " known to a person skilled In the art. 

In the present context the term "tissue" i« ii^ * •. 

0 S^oeTZ^'rr T ^ ^ type that is tor ^ to 

'"ended to mean Z a^l a " ^ ,:0nUS,, °*™*°*«* — ■ » 

which th. oa«s are applied. In the Wowing j£Z£E!Z7 "7 "* M *° 
> ostaooytaa are discussed The cells .««!, chondrocytes and/or 

MEMHam F12) optlooallv corn-tain,, , '" ^ 9 ™ a " ,m (ea - Ba 9*> 

autobus JJJ^^T? " <e ' 9 - feW - or 

auppclg maJi ^ ^ 8M "* *» * -*ed with*. 

17 8BPBMto,he 

■.efactorthe^areaa^arre^T^o: 8 ^^^ 
target area. Furthermore. the cover ZZ 77? . ^° * ^ ° r 



35 
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* gene*,, th. supportino material ,„ ^ me ^ m 

sutl n^* r^ The00mPM « IOn0,m '^'"" h ««PP«' m a tert a,m !V co„«„ 
suHabte materials as a.g. flbrfn. eollagan typa I, HI. ,,, or tea Ilka, and for instenca togstear 
wrte Insulin Growth Factor (IGF) and/or other growth factors. 

It is Important that tha thraa different nqulds p.a. |) „ meelum ^ ^ 

r" 8 " --""g ceusand materta, Intefha rtefactor^atarea. 

^ToTraT r' 3 ** " «" ^ * ^ <°* ~ * - arthroseope) 
tnstead of ma .old appliad In ordar to contra, tha v!aw of tha dafsct area, or ta^at area 

" wll '™ nti °" ene0 "" >M8M "**n of ahher implantation of calls almgKanaously 
**h a supportmg mafartai. Into which era oails are mlxad dunng tha app.oa.on -Tte, 
firs, part of ^^on-partorn^a^or^ara^covar.^maoanare.lgoof 

tnstenea for abdommal axams. ate. whara air is suppllad undar a oartaln pressure - suoh 
waltetere ad by tea mrxad rtattfcoagulating support mate*,. In teJs aaoond part of tea 

25 LTTcs^dlT support mite,,., ly 

25 ba placad undar tha arrpockat. whore tha pressure may ba around 20 - 30 mm Hg. 

HlZZT u, ^ lnV,,n,,0 " to " ' ayer 0,3 «•«**. »"^nce (support 
S2.tr* 2T Mere "' W 1118 nu ' acru " der tha Innated a,, - teL emulate,, 
30 matedT 6MWraeandOM ^ rf '^^^^«agulatingsupport 

c^tIT lmren *' n C ° neaTO *" < "" teaUOn <**» P— — <"«*■ *. 

d^ a arteTT 0 ,^ BreKU,e *•*"••»**• <** P-* — air pressure, 
durtng a arthrescoplcaliy orandoscopfca,ly 9 uidad precadure comblnad with contreillng 
35 tea N»lante«on of a Kouid substenca. ml»d wlte celts, ter instancs such as choirs 
tor tea repair of oarttega dsfacts. by um^ ^ pressure „ ^ ^ sup J™^ a 
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other areas of target, while the substance with - or ww^. «. „ 

to the defect This method utKtees , he ZZcel^^T ™* 

y*>wr t f . e . support material will be maintained in tho 

of a Joint) where .tsorid.ffe 8 and a6 he ™ TZ *l I aPP ' ,Cat,0n area <•* *. bottom 

20 of a supping material . ^ .^ZlZ^T ^ *T * ** S °™ to »°" 
instance chondrocytes when tor IrZZ^ T P K,llfsra "°" migrator, of for 

««y of certain „ briTO te e, tow prellferat|<)n and m , 0 raIn^cZ^!" TT" - 
MatsBrWberg.eedeaorttadatwe Howevet- "^ ,f, * Ml »9'' > ''*«««b, 
25 pertomed as a phase- s «™ PTOedu ™ *»» Brlttberg. Is not 

™° ^ SVSIem ' e * "nde'Wd or gas used fbrvisuafeallon. 

where the bottom part oftntZ^*,' * < "' at " e " *" step 
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'" aySra *' 0WB » **»^«-«*^ ***W*JL granule 

10 Z^ir 1 " ^ hV *° Xy ° MB,B ' and "W* to Placed -for 

of *nn a for .netence Tissael© b,olog,ca, glue 0„ ««ch the Cc^dtoeytea for lnZ» 
w«no, mfcrate wc. wNch >„ M _ w» coagulate wlm late or no cITn the up^T 
covering layer - will be placed. P 

ml^ r h 2 t 9 " CO,,a96n (f ° r in5,anCe C0 " a9en » - a soluble substance 

mixed w>th fibnn or with Tisseel®, In order to strengthen the cover which will face the 

^^.ointtanoen^ 

dunng arthroscopy for instance under fluid or air pressure 

20 

The cover may also be a memtwne. cut to tha aba of lha defect (,. B ., « wta9en ^ .... 
^conoaowtad homologous or supporting malerta, orwHh ffesh TteseeK.. ,„ enter «o 

^ '-PPOding mated.,. Tha membrane ma, atso by ** 
adhere to tha ceUfcoagulallon supporting matadal. sooyitseir 

» 

^«ngan adhroaoopjc method I, letheretoe nececeaty „ b, eapabte of pertomtlng 
30 m , r; dr001teS ^ M — onondtoeytee together wan . aubetenee 
^TntL 3 w ' !0n,^0, *• aP ' liC0 " 0n * «" —*«»•- ,n a eubstanoe th» * 
Gterd.) phystotegtca, aattne or nutrient medium ,„ „. ,„,„, due „ „, UM „ * 
erthroscope aa guidance for penomtlng autologoue chondrocyte Implantation. 

" c^ZT,T 0Ped * "* Pre *"" lnre " tor b 00n8,derea "** *» - «- «•» 

3 ChOT< " 0C > , « 0 *"' i "8 aubatence at a contmlted area In for Instance 

" 3 *** " ~*~»ondta, detect or even whan 

applying ca«a auch a. osteobtaste/ostoooytes in a aubstance such aa for Inatanoa 
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aPPMn, JL*, an Z^J^ZZZr~T — ' - ** 6 " 
substance shall be of . nature «J*1 ra "" Bto a <"S« organ or target area. The 

5 bhonOrc^es. tbe ** ? «" * - — * 

growth. ' ShaH be P^otlng chondrocyte In- 

.« vo^a^^r^rr^^rr"^^ 

invention. Furthermore causa™.*., , w " h " lesu « ,ort,n 9™tenallspattoftn>s 
grow* factore ^^XZ^TTj^ «* a**™* 

305). ' ' 6t a '" Am - J - v et. Res. 2002, 63(2) 301- 



15 



tanalle strength (slKh astrintlT, T " Sm °° m SUrta » * » ^ stronger 
20 eonsbtoer^" ,~ Z^™.™"* °' m*ed ,« various 

whan tn use wtu enabta the surgeon to ^^.^ * 3Pm " d " ,SI •*« «* 
surface, in which there is a defL k , ° r a m 

* carBaga. lining and Mfe, m. fibfin/ill IX ,^,tT 9 

«* or below an air . **" 



30 





8 



«/08 2003 TOR 13:01 FAX +43 33970071 A/s 

61000/012 



8 



any way. 
5 Example 1 



ho™ «^r d T ed ^ animaK 8UCh 38 f ° rInStance a ^eo joints a p , g 
horse or other animals are subjected to arthroscopy and fluid such as 0.9«/„ sterile sale 

10 z 9 ::: ?z up the joint ,o visuafee ^ ™ * *■ -^r^ 

m h ,n ^ 3 ^ *» "'^Porting materia, does not 

fl* wth the nu,d or gas applied via the arthroscopy and with a retained capability to 
adhere to the target area. ^paomiy 10 



IS 




Cells In supporting material observed as the tower white layer of cells 
And supporting material 
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Area filled with fluid or gas 

Cells and supporting material 
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figure f. 77* s^e ocrffer conte/^g tte support maferfe,^* w/m ce/te. 

30 

AJtematKrely, *a cetls and or the calls mixed or grown In a hydroxy-apatHe suspenston 

ZLetto* ^ de " Vered - * »*- « the oJL the 

syringe Into the area to be treated. 

35 

Example 2 
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TTV*7 ' ** SUPPOrtin9 mater,a ' may * P' aced - T P^ure from the 
other liquid, prior to the implantation of the ceils. ,n this case, the supporting material may 
be pieced below the other ..quid for instance kept ,„ pfcce by the pressure exerted ^e 

of me „ q u W substance or after the soBdifloation has occurred, by simp* injecting the ce te 
into the supporting material kept in place by the fluid pressure. 
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foifowed by the steps of 

» application of the cells to the defect substantlaHy sfmultaneeusly «*h a su^n 
materia,, the app.ica.lon being performed „ ^ ^ oj^^ 
10 ill) mfaang of the cells and the supporting material. ' 
fv) solidification of the supporting material th a » « _* . 

cells and support material SiTr « '* amn6 by 8 mlxture of 

vi 0n « nnaI1 . m0Ut any s '9 n,flcant amount of fluid, and 

3. A method according to cteims 1- 2 , wherein the defect Is a Joint or bone defect 
^ 4. A method according to daim 3, wherein the defect is a cart» ags defect. 

IZSZT** 10 ~« — * — - chondrocytes 
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«•» opo^ ^ 0n9 „ „,„„ ^ ~ *• 9^ 



w wuon or tne cells and the supporting medium. 



y « P aote e.g. In the form of a hydroxy apatite granulate. 
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10. Use of hydroxy apatite as culturing medium for cells 



such as 



12 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 
^□^JKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



